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ABSTRACT Effect of TST005 on Tuberculin (TB) Stimulated human PBMC

Treatment with immune checkpoint inhibitors, including anti-PD(L)-1 antibodies, have demonstrated durable responses in Effect of TST005 on tuberculin(TB) stimulated PBM C
patients with PD-L1 expressing tumors. However, patients with de novo or acquired resistance to checkpoint inhibitors
have failed the treatment despite PD-L1 expression. The evidence from a number of studies showed that transforming
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growth factor B (TGF-B) signaling in the tumor microenvironment is associated with a poor prognosis, and inhibition of == AM4B6 mAb control _ _ ~ 407 ) ~ 30- TN

TGF-B signaling can induce tumor T cell infiltration/activation and potentiate tumor response to immune checkpoint <000 == Trepsconuel Figure 3. TSTOOS activates T lymphocytes o - s . P

therapy. TST005 is a bi-functional fusion protein composed of the truncated extracellular domain of the TGF-BRII receptor stimulated with tuberculin (TB) to release IFN-y in s g 207 Figure 6. Tumor infiltrating

(a TGF-B trap) fused to a humanized anti-PD-L1 IgG1 antibody (4B6 mAb control) with ablated Fc immune effector L T %0007 a dose-dependent manner. The serially diluted S 20 ¥ .I‘ : lymphocytes (TILs) analysis in

function. TST005 bound to human/monkey PD-L1 with high affinity and blocked the PD-1/PD-L1 interaction potently in a Z < antibody was incubated with actlvated human o v % s y % MC38/hPD-L1 tumor-bearing
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cell-based reporter assay. Similarly, TST005 also bound to TGF-B1, 2 and 3 isoforms with high affinity and inhibited the IFN-y in the supernatant from human PBMC was - —_ 0- v \ ) ioction twice weekly for o

activation of TGF-B receptor mediated signaling. In a superantigen stimulation assay with human peripheral blood 1000 measured by ELISA. ° . . . oo - . T < T 'njeck'onM .\ SEyM 4

mononuclear cells (PBMCs), TST005 enhanced T cell activation significantly as measured by interferon-y (IFN-y) SRR R SRR R weeks (Mean £ S.E.M, n=4)

production, as compared to TGF-f3 trap or 4B6 mAb control alone. In contrast, TST005 did not exert any cytokine release SRS QQ@” ng’b Qf o\czf’ > o\%"" ng” ng’b Q@,@

effect on human naive PBMCs in vitro. TSTO05 showed a linear dose-proportional PK profile with a single 1V infusion in oo“o oa\“ oo“o PN & ooo“ Qf ooe"‘ &8 o

mice, and a negative correlation between plasma TST005 concentration and its pharmacodynamic marker TGF-31 level d&o o &@0 & &

was established. Furthermore, in the MC38/hPD-L1 xenograft mouse model, compared with TGF-B trap or 4B6 mAb N 2° @ R

non-Human Primates

control, TSTOO5 increased the infiltration of activated CD8+ T cells into the tumor, and it resulted in tumor regression
starting from 3mg/kg. Of particular interest, in the EMT6/nPD-L1 xenograft model which responds only moderately to PD-

L1 inhibitors, TST005 induced significant tumor growth inhibition and regression starting from 10mg/kg. In conclusion, we Concentration-Time Curve of 131295 In Monkeys following a Single IV e
have demonstrated that TSTO05 has enhanced immunomodulatory properties and can induce potent antitumor activity in ~=-Male 3 mg/kg " A B
preclinical tumor models that are not sensitive to PD-1/PD-L1 monotherapy. These results provide the rationale for further o if;:j‘fo"’m“;gl’{';g . 2000-
clinical evaluation of TSTOO5 in patients with advanced solid tumors and less optimal response to first generation PD(L)-1 100 —o—Female 10 mg/kg e o mans — ~*- higG1 control 24.9mg/kg ok
H = i —&— [vlale m: *
based immunotherapy. R e S 1500- -+ Trap-control 30mg/kg 30007
S 10, b 4B6 mAb control 24.9mg/kg -~ = ok
= ] S S °
A b out TSTOOS E S 10007 T 9105 Smgka £ 000 v
< ] > —+— TST005 10mg/kg “E’ y
S o) = ol
aPD-L1 aPD-L1 B Simul  bing ) e 01 5 o E 500 —- TST005 30mg/kg S o® " s .
A imultaneously binding to hPD-L1 and hTGF-1 f N ~ = . 1000 o ol | - Gont :
0.01 e — 0 . . : S ° = v =
2.5 Figure 1. (A) Structure of TST005 0 48 96 144 192 240 288 336 384 432 480 528 576 624 672 _eeT] 0 10 20 30 = m B \ : *
. . . . . P —— s v ¢ —
2o § - TST00S bi-functional fusion protein (B). Time (h) Do 1 Post dose (Day) 01— . —————
c - 4BemAbcontrol o5 simultaneously binds to Figure 4. Serum TST005 concentration-time curve and changes of PD markers FLITT - N oMo oM aM D nal®
5 L5 - - PD-L1 t TGF-B1 and TGF-B2 level) | | : 1 - . o V2R 0 2 oL 22002 00 Y05 P
Fc silence = puman PO and TGFR-B1 by ( Al B an-d G 52 level) in bynomolgus 2 Figure 7. TSTOO5 inhibited tumor growth (mean £ S.E.M, n=10). A. oot 9—00““ cont® © 15T 510 g tO
8 1.0- ELISA. TGF-B1-coated plates monkeys after a single dose of TST005 via IV infusion. Remarkable occupancy : ] Tumor growth curve B. Distribution of tumor volumes on Day 29 “\gG" 1‘%6“\ \3
higG1 0.54 were incubated with serial of PD-L1 and depletion of serum TGF-B1 were observed after TST005 - ' y 9. A *: p<0.05; **: p<0.01
dilutions of TSTO05 or 4B6 mAb administration, the changes of these PD markers were correlated with the serum 5
0.0 +—rrmm—rrrm—rrr T,

linker likar 0001 00L 01 1 10 100 1000 control, followed by adding TSTOO05 concentrations and dose levels. "% N
/ \ Conc.(nM) biotinylated PD-L1. > CONCLUSIONS

TSTO005 | 4B6 mAb control
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« TSTOOS is a bi-functional fusion protein designed to simultaneously target two immune suppressive pathways,
blocking PD-L1 and reducing TGF-3 signaling, and it demonstrated superior anti-tumor activity in pre-clinical

Cell-based ACt|V|’[y of TSTOO0O5 A .. B . studies as compared to anti-PD-L1 or TGF-B-trap control alone.
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